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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address » 
Period for Reply 

, A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 



WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1)[X] Responsive to communication(s) filed on 28 June 2007 . 
2a)E3 This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) M Claim(s) 2-5,9, 10, 12, 14-18,25,27,29,30,34-37,39,40,42 and 45-49 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) Q Claim(s) ' is/are allowed. 

6M Claim(s) 2-5, 9. 10. 12, 14-18, 25,27. 29, 30, 34-37. 39. 40. 42, 45-49 is/are rejected. 

7) Q Claim(s) is/are objected to. 

8) Q Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)Q objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)D All b)Q Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. Q Certified copies of the priority documents have been received in Application No. . 

3. Q Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

Claims pending 2-5, 9, 10, 12, 14-18, 25,27, 29, 30, 34-37, 39, 40, 42, 45-49. 
To recollect, the elected group is given by 

Election/Restrictions 
Applicants have not amended the claims to the elected group. 
The restriction is drawn to the following group 

Restrict ton 10 one of the following inventions i*. required under 35 U.S.G 121:. 
I : CUinis 31-33 and l-30h'p^.dkwnto.cOiivowd»/p(H4rmacciilicftt 

coiiipCisSliatns and method of ar-Uing wherein the unnpqunib fl U » <jimt6terce * - 

isoqulnoUnyt or a p)ridyf moeily, A is ii a group wit etc in q b I* M Is O . L is » 

. v phenyl »ivd t' i* a phenyi cw o > or 6 membcred Hcicro ring containing Nilroycn 

' * crtty .classified En elm 546 , J I V sriicW i 5i,J 8a 277j»» 177, 311,31 14 I 4. 

as given in the office action dated l/l 5/2002. 
Applicants have not amended the claims to the elected group. 

The rejection of the claims now mainly claims 2-5, 9, 10, 12, 14-18, 25,27, 29, 30, 34-37, 39, 
40, 42, 45-49 under 35 USC 1 12 written description has been withdrawn as the definitions for 
these groups are there , however the rejection under 35 USC 1 12 scope of enablement still 
stands. This rejection was made in the Office action mailed 7/25/03. 

The rejection is being repeated for applicants benefit. 
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The following is a quotation of the first paragraph of 35 U-S.C. 11 2: 

The specification shall contain a written description or the invention, end of the maimer and process of m&tf ng and usfxig 
it, in such full, dear, concise* und exact terms as to enable any person skilled in the ait Id which it pertuini, or with which 
it Is most nearly connected, to make and use the same atid shall sc( forth the best mode contemplated by the inventor or* 
carrying out his invert! ton. 

SCOPE OF ENABLEMENT 

Claims 1-30 are rejected under 35 U.S.C. 112. first paragraph, because the 
specification, while being enabling for Rx, Rz, Rf to be a lower alkyl , does not 
reasonably provide enablement for any hetero or other large group of 1-30 or 1-40 
carbon atoms with other hetero atoms.. The specification does not enable any person 
skilled in the art to which it pertains, or with which it is most nearly connected, to use 
the invention commensurate in scope with these claims. 
In re Wands. 858 F.2d 73^737, 8 USPQ2d I4O0, 1404 (Fed. Cir. 1988). 

The guidelines for making a determination of whether or not the disclosure satisfies the 
enablement requirement and whether any necessary experimentation is "undue" have been used. 

There are many factors to be considered when determining whether there is sufficient 
evidence to support a determination that a disclosure does not satisfy the enablement requirement 
and whether any necessary experimentation is "undue". These factors include I ) the breadth of 
the claims, 2) the nature of the invention 3) the state of the prior art, 4) the level of one of 
ordinary skill, 5) the level of predictability in the art, 6) the amount of direction provided by the 
inventor, 7) the existence of working examples, and 8) the quantity of experimentation needed to 
make or use the invention based on the content of the disclosure. In re Wands, 858 F.2d 731, 
737, 8 USPQ2d 1400, 1404 (Fed. Cir. 1988). 
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The breadth of the claims: The instant claims encompass many compounds ranging from an 
aromatic carbocyclic moiety to on aromatic carbocyclic moiety having many large electron 
withdrawing and bulky groups substituted on it to a moiety having many heterocyclic rings 
having many large and various groups hanging from it. These compounds cover a very wide 
range of compounds with the probabilities of the the Rx, Ry, R2, Rf substitutions. 
The nature of the Invention: The invention is a (highly) very specific since it is used to treat 
diseascss, since compouynds work in a lock and key mechanism and that is useful as 
pharmaceuticals., 

The state of the prior art:- The WO 99/32437 patent teaches similar compounds with 

pharmmaccutical uses . With only two substituents the amino and nitro. 

The level of one of ordinary skill: The ordinary artisan is highly skilled. 

The level of predictability in the art: It is unknown what the level of predictability is in the art 

since the working examples cither in the specification or in the prior art of compounds doing 

similar activity have only limited type of substituents, 

•The quantity of experimentation needed to make or use the invention based on the content 
of the disclosure: Since there arc working examples only with respect to one the substiutuents - 
CON Ra Rb, the amount of experimentation is very high and burdensome and the few 
compounds made do not represent the fullest extent of the instant claim 1 . 

Taking the above factors into consideration, it is not seen where the instant specification 
enables the ordinary artisan to make and use the full scope of the instantly claimed invention. 

The rejection has been maintained in every office action since then. 



The generic recitation of the Rx, Ry, Rz substitutents as follows 
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R y is hydrogen, C M o alkyi, Cmo alkox>\ Cj.io cycloalkyl having 0-3 heteroatoms, Cmo 
alkcnyl, Cmo alkenoyl, C^-a aryl, C 3 .i 2 hetaryl having 1-3 heteroatoms selected from 
N, S and 0, C744 aralkyl, Cr-n alkaryl, substituted C,.,o alkyi, substituted Cmq alkyi, 
substituted Cmo alkoxy, substituted C3.10 cycloalkyl having 0-3 heteroatoms selected 
from N, S and O, substituted C^-Cm aryl, substituted Cy l2 hetaryl having 1-3 
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heteroatoms selected from R S and O, substituted C?.w alkaryl or substituted C7-C24 
aralkyl, where R y is a substituted group, it is substituted by halogen up to per halo, 

R 7 is hydrogen, C M » alkyl, Cmo alkoxy, C3.10 cycloaikyl having 0-3 heteroatom, C2.10 
alkenyl, Cmo alkenoyl, Ce-u aryl, C3-C12 hetaryl having 1-3 heteroatoms selected 
from S, N and O, C7.24 alkaryl, C?.24 aralkyl, substituted Cmo alkyl, substituted Cj.jo 
alkoxy, substituted Q-Cm aryl, substituted C3-Cio cycloaikyl having 0-3 heteroatoms 
selected from S, N and 0, substituted C3-12 hetaryl ha{^g 1-3 heteroatoms selected 
from S, N and 0, substituted C744 alkaryl or substituted C7.C24 aralkyl where R t is a 
substituted group, it is substituted by halogen up to per halo, hydroxy, Cmo alkyl, C3. 
12 cycloaikyl having 0-3 heteroatoms selected from O, S and N s C3.12 hetaryl having L- 
3 heteroatoms selected from N, S and O, Cmo alkoxy, C$.12 aryl, Ci-6 halo substituted 
alkyl up to per halo alkyl. C*-Cn halo substituted aryl up to per halo aryl, Cj-C« halo 
substituted cycloaikyl up to per halo cycloaikyl having 0-3 heteroatoms selected from 
N, S and 0, halo substituted C3-12 hetaryl having 1-3 heteroatoms selected from 0, N 
and S, halo substituted C7-C24 aralkyl up to per halo aralkyl, halo substituted CrC*i 
alkaryl up to per halo alkaryl, and -€(0)1^, 

R 5 is R r or NRnR* where R„ and Rb are, 

a) independently hydrogen; fir a-earfeeft-b ascd moiety selected from the group 
consisting of CrQo alkyl, C1-C10 alkoxy, C3.10 cycloaikyl, Cmo alkenyl, Cmo 
alkenoyl, C6-12 aryl, Cuz hetaryl having 1-3 heteroatoms selected from O, N and S, 
Qm2 cycloaikyl having 0-3 heteroatoms selected from N, S and O, C7.24 aralkyl, C r 
C 24 alkaryl, substituted C M o alkyl, substituted Cmo alkoxy, substituted Cmo 
cycloaikyl, having 0-3 heteroatoms selected from N, S and O, substituted C$.12 aryl 
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each R 7 is independently selected from H, Ci-Cio alkyl, C|-C»o alkoxy, CrCio alkenyl, 
Ci-Cio alkcnoyl, C3-C10 cycloalkyl having 0-3 heteroatoms selected from O, S and N, 
Ce-Cu aryl, C3-C13 hetaryl having 1-3 heteroatonis selected from 0, N and S, C7-C14 
alkaryl, CrCy aralkyl, C4-C23 alkheteroaryl having 1-3 heteroatoms selected from O, 
N and S, up to per-halosubstituted C3-C13 hetaryl having 1-3 heteroatoms selected 
from 0, N and S, up to per-halosubstituted Ci*Ci» alkyi, up to per-halosubstituted Cj- 
C10 cycloalkyl having 0-3 heteroatoms selected form 0, N and S, up to per- 
hal^ubstiluted Q-Cu aryl, up to per-halosubstituted CrC 2 4 aralkyl, up to per- 
halosubstituted C7-C24 alkaryl, and up to per-halosubstitutcd C4-C33 alkheteroaryl; and 

each Z is independently selected from the group consisting of -CN, -COjR 7 , -C(0)R ? , 

-C(0)NR 7 R 7 , -NOj, -OR\ -SR 7 -NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R\ C r C l0 alkyl, 
Ci-Cio alkoxy, C 2 -Cio alkenyl, C r Cso alkenoyl, C3-C10 cycloalkyl having 0-3 
heteroatoms selected from 0, N and S t C 6 -C M aryl, C 3 -C 13 hetaryl having 1-3 
heteroatoms selected from 0, N and S, C7-Q4 alkaryl, C7-C24 aralkyl, C4-C 2 3 
alkheteroaryl having 1-3 heteroatoms selected from O, N and S t substituted C|-Cto 
alkyl, substituted C ( -Cio alkoxy, substituted C2-C10 alkenyl, substituted Ci-Cio 
alkenoyl, substituted C3-C10 cycloalkyl having 0-3 heteroatoms selected from O, N 
and S, substituted C 6 -Ci 2 aryl, substituted C7-C24 alkaryl, substituted C7-C24 aralkyl 
and substituted CrCa alkheteroaryl having 1-3 heteroatoms selected from O, N and 
S; wherein if Z is a substituted group, the one or more substituents are selected from 
the group consisting of -CN, -C0 2 R 7 . -COR 7 , -C(0)NR 7 R 7 , -OR 7 , -SR 7 , -N0 2 , 
-NR 7 R 7 , -NR 7 C{0)R 7 , and -NR 7 C(0)0R 7 . 
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substituted Cm2 hetaryl having 1-3 heteroatoms selected from N[[J), S and 0, 
substituted C7.24 aralkyl, substituted C7.24 alkaryl, where R„ and Rb are a substituted 
group, they arc substituted by halogen up to per halo, hydroxy, Cmo alkyl, Cmj 
cycloalkyl having 0-3 heteroatoms selected from O, S and N, Ca.12 hetaryl having 1-3 
heteroatoms selected from N, S and 0, C M o alkoxy, C$.12 aryl, Ch halo substituted 
alkyl up to per halo alkyl, Ce-Cu halo substituted aryl up to per halo aryl, C3-C12 halo 
substituted cycloalkyl having 0-3 heteroatoms selected from N, S and O, up to per 
halo cycloalkyl, halo substituted C3-C12 hetaryl up to per halo hetaryl, halo substituted 
C7-C24 aralkyl up to per halo aralkyl, halo substituted C7-Q4 alkaryl up to per halo 
alkaryl, or -C(OJR B ; 

W is independently selected from the group consisting of -CN, -CO^R 7 , -C(0)NR 7 R T , - 
C(0)-R 7 , -N0 2 , -OR 7 , -SR 7 , -NR 7 R\ -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , Cpc, 0 alkyl, C r 
C10 alkoxy, C2-C10 alkenyl, d-Cio alkenoyl, C3-C10 cycloalkyl having 0-3 
heteroatoms selected from O, S and N, (VCm aryl, C 7 -C 2 4 alkaryl, Ct-C 2 -j aralkyl, C 3 - 
C]2 hctcroaryl having 1-3 heteroatoms selected from O, N and S, C4-C23 alkheteroaryl 
having 1-3 heteroatoms selected from O, N and S, substituted C1-Q0 alkyl, 
substituted C r C,o alkoxy, substituted C 2 -Ck> alkenyl, substituted C1-C10 alkenoyl, 
substituted C3-C10 cycloalkyl having 0-3 heteroatoms selected from O, N and S, 
substituted C 6 -Cn aryl, substituted C3-C12 hetaryl having 1-3 heteroatoms selected 
from O, N and S, substituted C?-Ci 4 aralkyl, substituted C7-C24 alkaryl, and 
substituted C4-C23 alkheteroaryl having 1-3 heteroatoms selected from 0, N and S 7 
and Q Ar ; 
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each R 7 is independently selected from H, Ci-Cio alkyl, C[-Cio alkoxy, C2-C10 alkenyl, 
C1-C10 alkenoyl, C3-C10 cycloalkyl having 0-3 heteroaloms selected from O, S and N, 
Cc-Cu aryl, Cj-Cu hetaryl having 1-3 heteroatoms selected from O, N and S, C7-C14 
alkaryl, CrCz4 aralkyl, CrQj alkheteroaryl having 1-3 heteroatoms selected from O, 
N and S, up to per-halosubstituted C3-C13 hetaryl having 1-3 heteroatoms selected 
from O, N and S, up to per-halosubstituted Ci-Ciq alkyl, up to per-halosubstituted C3- 
C10 cycloalkyl having 0-3 heteroatoms selected form 0, N and S, up to per- 
halosubstituied Ce-Cu aryl, up to per-halosubstitutcd CVC24 aralkyl, up to per- 
halosubstituted C7-Q4 alkaryl, and up to per-halosubstitulcd C4-C23 alkheteroaryl; and 

each Z is independently selected from the group consisting of -CM, -CO2R 7 , -C(0)R 7 , 

-C(0)NR 7 R ? , -N0 2 , -OR 7 , -SR 7 -NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , C1-C10 alkyl, 
C|-Cto alkoxy, C2-C10 alkenyl, C|-Cjo alkenoyl, CyCw cycloalkyl having 0-3 
heteroatoms selected from O, N and S, Co-C^ aryl, C3-C13 hetaryl having 1-3 
heteroatoms selected from O, N and S, C7-Q4 alkaryl, C7-C24 aralkyl, C 4 -C23 
alkheteroaryl having 1-3 heteroatoms selected from O, N and S r substituted Ct-Cio 
alkyl, substituted Ci-Qo alkoxy, substituted C 2 -C]o alkenyl, substituted C r C|o 
alkenoyl, substituted C3-Cjd cycloalkyl having 0-3 heteroatoms selected from O, N 
and S, substituted C 6 -C|2 aryl, substituted C7-C24 alkaryl, substituted C7-C24 aralkyl 
and substituted C4-C23 alkheteroaryl having 1-3 heteroatoms selected from O f N and 
S; wherein if Z is a substituted group, the one or more substituents are selected from 
the group consisting of -CN, -COjR 7 , -COR 7 , -C(0)NR 7 R\ -OR 7 , -SR 7 , -N0 2j 
-NR 7 R 7 , -NR 7 C{0)R 7 , and -NR 7 C(0)OR 7 . 

These substitutents are the substitutents on B and A groups of formula I. 
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Applicants specifications on page 16 line 4 states that the ureas may be manipulated using the 
methods familiar to those skill in the art. 
Synthesizing compounds is not an easy task. 

See Side reactions in Organic Synthesis as of 2005, which says that the current state of the art 
is also very difficult. 

As stated in the preface to a recent treatise: 

"Most non-chemists would probably be horrified if they wereto learn how many attempted 
syntheses fail, and how inefficient research chemists are. The ratio of successful to unsuccessful 
chemical experiments in a normal research laboratory is far below unity, and synthetic research 
chemists, in the same way as most scientists, spend most of their time working out what went 
wrong, and why. Despite the many pitfalls lurking in organic synthesis, most organic chemistry 
textbooks and research articles do give the impression that organic reactions just proceed 
smoothly and that the total synthesis of complex natural products, for instance, is maybe a labor- 
intensive but otherwise undemanding task. In fact, most syntheses of structurally complex 
natural products are the result of several years of hard work by a team of chemists, with almost 
every step requiring careful optimization. The final synthesis usually looks quite different from 
that originally planned, because of unexpected difficulties encountered in the initially chosen 
synthetic sequence. Only the seasoned practitioner who has experienced for himself the many 
failures and frustrations which the development (sometimes even the repetition) of a synthesis 

usually implies will be able to appraise such work Chemists tend not to publish negative 

results, because these are, as opposed to positive results, never definite (and far too copious) 
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" Dorwald F. A. 

Side Reactions in Organic Synthesis, 2005, Wiley: VCH, Weinheim pg. IX of Preface. 

Applicants substituents with functional groups and large and bulky cyclic or hetero groups 
which may then be substituted, would require more guidance as to protecting these groups and 
all the various reaction conditions would also be different. 



The availability of the starting material that is needed to prepare the invention as claimed is also 
at issue here.. As per MPEP 2164.01 (b): 

A key issue that can arise when determining whether the specification is enabling is whether the 
starting materials or apparatus necessary to make the invention are available. In the biotechnical 
area, this is often true when the product or process requires a particular strain of microorganism 
and when the microorganism is available only after extensive screening. The Court in In re 
Ghiron, 442 F.2d 985, 991,169 USPQ 723, 727 (CCPA 1971), made clear that if the practice of a 
method requires a particular apparatus, the application must provide a sufficient disclosure of the 
apparatus if the apparatus is not readily available. The same can be said if certain chemicals are 
required to make a compound or practice a chemical process. In re Howarth, 654 F.2d 103, 105, 
210 USPQ 689, 691 (CCPA 1981). 

Applicants have not provided the starting material and the reaction schemes to cover the full 
scope of the claims. A general statement indicating that ureas can be manipulated by 
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manipulating the different processes. This is a lot of experimentation and certainly undue to 
practice the invention. 

The claims are further drawn to a process of treating tumors and cancer , which again is very 
unpredictable and pharmaceutical art is very specific with respect to substituents .AH vs a 
methyl group at the same position will differ in its activity, so the laundry list as given by 
applicants claims would require a lot of experimentation to find its activity. 

Applicants arguments fail to satisfy the above criteria. The examples made are of a limited 
scope and in considering the state of the art and unpredictability applicants should provide 
more specific substituents and more data to support the use of the same. 
Thus in view of the above the rejection still stands. 

Conclusion 

Claims 2-5, 9, 10, 12, 14-18, 25,27, 29, 30, 34-37, 39, 40, 42, 45-49 stand rejected. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE -MONTH shortened statutory period, then the shortened statutory period 
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will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Rita J. Desai whose telephone number is 571-272-0684. The 
examiner can normally be reached on Monday - Friday, flex time.. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Janet Andres can be reached on 571-272-0867. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Rita J. Desai 
Primary Examiner 
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August 24, 2007 



